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(54) mwaZWl N-fi«^+V3 i ryU> 5 ;^>XT5H«|i»#:RC;*cr>j«g« 



(57) [£jft] 

[Sift] <<>XV U 3ftA*iii*MST 

IMI i IIS® Tf^ffl ft*-*" SJWftfc N - Wfti?** y =P 



-«SC (1) 

p 



(I) 



ho*. ^&l~3©©j&T/l^Ug^g#|$;ft,Tfc 



(2) 



3 3 3 5 5 



tit *S l ] -AS:* ( l ) 



n' R 3 ^ o 



(I) 



1 ~ 3 ©tejft/sp T/V-dr/W^ ^if§l&l~ 
3©®^DTyW=»^r^a, AB^ygf, - 10 

h^m, ^*&l~3<D{£&T/W^&Ta&£;h,Tt> 

[f»#>f 2] -^S (2) 
R 3 



11 H 



NH 



(5) 



[ft#«4] -jRit (6) 



R e O a C 




(6) 



±1 



(2) 



(3) 



20 R 3 ht*iif , 1 ~ 3 <D&mT/U=> 

/m^^JSh^^U R 6 tt^*$:l~3 

-** (7) 



(7) 



(3) 



(4) 



rSo^XX^NH 



(4) 



30 [5S«k r 3 . £fliiitt&«>a!»] -casstLS-ft-e*© 

[ff^5] (8) 

s 

R b 0 2 C^^ N h 2 



K c f> R 3 , R 6 li«Ji£<E>jI*)] t*$n5ft^© 
M»**3l -K* (4) 

O 



K t f> R 3 1 ~ 3 (Dmcr/v^ 

*£i:*4WU:i-5-«3S (5) 



40 3H©#ffiTt^T^=«J'AttiLfc*fc-«^; (9) 

^co s n 7 (9) 

[i£<K R 7 tt^^l~3 0^iKT/V-ilr/W«^i-] 
(10) 



(10) 



R*0 2 C — ^ -C0 2 R 7 

so [St, r 3 , r\ R'fm&omwhv. X[*^ 



(3) 



#M¥8-3 3 3 3 5 5 



[ft*«6j -»st do) 



R"0 2 C 



C0 2 R 7 



(10) 



[5dt*\ R 3 ft**. $*$C 1 ~ 3 OWBCT/V* ^ 
7mm. Aoyylft, R s li^«5cl~3<0<£ 
«T/W*/W*Sr, RM*^Ifcl~3<Dte«r/V*/P« 

<5-«W; (7a) 



(7a) 



«*-] ■Q$t£ti2>fc&tote-figi&, (11) 



10 



[»#*7] (7) * 



20 



(7) 



(Jl) 



[««t», R' , R 2 Itia-XttJIfeo-C, tK^, 
l~4<0te»7'/l'*/Wak ^sSjft 1 ~3 ©ffiiRT/Ua* 

4<D®$DVV3-/VS£, nliO~2©If^f] T3t 
(1) 



(I) 



Kf, R", R ! , R 3 . R\ nttflfJJg<OiI ^ 5 KR^WiKiSfe 




(la) 



^11-30^0 7/^^ 40 (4tK*> **»l~4<OteiRT/U*A'a6*, nl30~2 



(CH 2 )„- 



(lb) 



r 1 . r 2 » r 3 , r 4 , n\mm<om?>] t mftow&m. 

t$WN-I»myf7/5y;V<>X75 Fi 50 [«*59] -«3t (lc) 



(4) 



#HB¥8-3 3 3 3 5 5 

6 



1^. MeQ^ ( 



(lc) 



i ~ 4 <D\m r/^/um, mm$k i ~ 3 <D>mcT)v = * 

b»S> **»l~3O«iBir^^aTMl»Sil-Ct>*10 ^ffl$*5it^#itt-t-5-^ (Id) 



r 1 , r\ r\ £«u n«^<Da?)] -e *m#<r>WGm. 



(Id) 



(1) 



(I) 



l~4©'(SiKT/P^S > $i?i3£ 1 ~ 3 »<g«5T/W =• =*r 

[JIHoffMRftRH] 
to 0 0 1] 

[0 0 0 21 



-2, 4 -i?^SI3i#:©fc5 1 t)©^jfiiJjtffiTS.U 5 iL t f 
HB*ttTf^fflft**-rk*S»fc^-CVN5as (Journal of 
Medicinal Chemistry, f?353£. P. 1853 (1992), 
1-272573-^18) , rftfc0>fb&*H:Vvfjh,fc, f7'/ 
4-i?^-VSt^#SSr^'T 1 M©-<V-e 

[0 0 0 3] 

&to*4>xyi/iEfc&gm¥m (niddm) k*jvn 

[0 0 0 4] 

40 raw%«Bfci-**:«>©^ai -r>*y 

©iSv^fcJcKLT&E^Srmfcfcigjll, TSE-«5S; 

(i) v$i£tizmmxi-m9kV**y3-T*})i?A''< 

[00 0 51 «Jt>*»9i«-«W; ( 1 ) 



(5) 



#M¥8-3 3 3 3 5 5 



to 



[*«f», R 1 , R'li^-XteJIfcoT, &*Sfc 

$*&l~3<Offiift^aT/V^/Ug, #eSS$fcl~ 
ho*, «**l~3©fi«TA'^a6'eiH(IS*bTt> 10 

[0 0 0 6] *|§Kfc*5(t^-^S: (1) ti&ZthZit 

v&mM. m^it-r h v vj±m.. #y ?-M&/«ei*) „ x 20 

[0 0 0 7] £fc, (l) 
[0008] ( 1 ) izts^x, r®i^T 



[0009] mmr/u^^i/mi ^ 

[0010] rfiSS^B7;v*/Hj b ti, h y 
D ^^> itt^tL<li^Lfe^|Sl~3<Ofc© 

[0 0 11] riiiRvNnT/V'a^^Sj t«> 

[00 12] r^pyvjR^j fc|4 s 7y*JR^ &* 

[0013] t&mT/u*/i<m-?m&£thXh&^T s 

/mj tit. T$y&X\±. *?VK a^/K 7oW 
HON <b b < fi^fe Lfc^^ 1-3 <D<&®.TSV*/V 
« t? 1 Xii 2 f^^iife^ f/V7 5 / xf;V7 5/ 

So 

[0014] *^M^«t^±lE-^S; (1) -efcsft; 

[0 0 15] (1) -^feSYb-a^tt-^ (7) 

^fc-a-fejc-^ (11) ©fls^ft-f^ffl**sriKJ: 



(i) 



l~4©ffijRX/Mr/l^ ^^l-S^fS^T/P-a^ 
^^l~3©<£«i/M3T/W^r/P-^ ^^:l~ 
3©ffi»At37/W3^-/S > ^B^^JR^ - 
£c^ifc 1 ~ 3 ©®&X/U3r/Vg-Cg& $ ^ut *> 

1-4 oestr^^s*-* Amit-M 



HO a C 



(7) 



40 



01) 



50 



R\ R 8 , R\ nfi«fj*©3fi!)] 

[0016] safote^mmm. mmi?*^**** 

1 -x-f-jv- 3 - (3' -^f;V7?y T-atr 
S, 'Wx.Ji^y^^r^v^Sr^PbT'bSv^ 

[0017] (lb) -z&zte&mt, -ustA (1 



(6) 



5. 



R' 

R ?^(CH 2 ) h - 



R 1 , R s , R 3 , R\ nteiMfi£<£>;iif?] 



p 

NH 



*SWF8-3 3 3 3 5 5 
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Ob) 



(la) 



[5**, R 1 , R J , R s , R\ nttffli&omVl 

[0 0 18] Bc&ttmmm, 

rilO: 9 fir prints. fc5VM«P»**k «*.* 



[ooi9J re-*** (id) -cfc^fls-Mfctt— 

(lc) fr/i^f *Wt*Wm iS*kZ>Z.kKX.<0 i t 



R Vs * HO \ 0 



o S 



(Id) 



Kt. R 1 , R 2 , R\ J&«U n«W^(DiitJ] 



R \ 



MeO. 



? 4 ri h 



R 1 , R\ R\ /ftft. ni*Mft£l>»] 

[0020] R&\*mmm. m*.ta?* on^y, 

[0 0 2 1] (7) Tf*Sft-&*ttTB-«iC 

(6) ©fls£* 5 ifcti?) Kfrc* So 



(lc) 



(4) 



1 ~ 3 0>i£j&T A^vgSr^-t] 



R? o 



(6) 



XX 



(2) 



[0 0 2 2] £J£ttSIN4> XfiT/U*ytt*#TTSJCS 

[0 0 2 3] HR* (4) TJjbS-fb^bttTBHftSt 
(2) Wt&mcX, (3) <oft;iN&WB$*3r£K: 



=0 



(3) 



50 



[oo24] Bj&tetmmm, m^a-<>^ v x 



(7) 



[0025] Htt* (5) nb^k&ms.. -K* 



(5) 



[Sf, R 3 , R 6 teiit[i£©il*)] 

[0 0 2 6] Eu&ttimm* am 

[0 0 2 7] (7a) ^JbS{b#*r±TE-*5i; 

(10) ©fc<&*fc^*JR*«r«UBS*fc*. JP^^I" 



O 

O 

R'ttlMifoDil*)] 



<7a) 



(10) 



[0 0 2 8] -w&t do) <Dlt&tok?-*m%k<DRfc 

~mw&mm.mxft ? r. t wjs^ jgjftffiftiBA** 

y^) ©^^j&^-cipfsssfc-rs r t aw* lv\ 
[0 0 2 9] -last do) -?hz>ik-&m*-1&3; (8) 

©M®^^7^-!>A«t (9) ©ft 

-n-fe t ^ T y l- — ~> a "y (meenrein Aryla 

tion) ZftSz.bKXVW&X'ZZo 



5a 



(8) 



D£<*\ R', R»ttW54«>3a9] 



10 



20 



30 



40 



12 



s C0 2 R r 



#M¥8-3 3 3 3 5 5 



(9) 



Kt/R'ttlttoiO] 

[0 0 3 0] Si&M:«ttmK. «*ix^*y-M 

(8) r*MS^*Bffi^hy?A*©ffi8S«i0B 
tcU^^T^flsLfc^, -«5C (9) -e*>Sfk-g-%©# 

r. t iz. x y ft 5 i t ifi-ct 5. 

[0 0 3 1] 

b <OW\z J: o #P.R5£ & ft £ ©-?ttft v \ %M 

-y y 9*^) 



'H NMR 
MS 

CDC 1, 
DMF 
DMSO 
d« —DMSO 
[0 0 3 2]*: 
(2, 



50 



5- (2, 4-myf7y» s?v-s 

[0 0 3 3] 5 - -fc)V % fV- 2-> h ^r'sttMMW.* 
/V (490mg), f7/y^y-2, 4-i?$-y (358mgK 
SlT^i'A (401mgh (0.8ml), 

(10ml) ©ffi^fcy^— V**-*fl^«tS«rttbT 

fiWfc-frfcSrtSAkl/C 634mg (86%) 

10034] 'H NMR (d, -DMS O) , 8 : 
3.83 (3H, s) , 3.90 (3H, s) , 7.34 ( 1 H, 
d, J=9.3Hz), 7.79 (1H, s) , 7.76-7.83 (1 
H, m) , 7.87- 7.92 (1H, m) , 12.59 ( 1 H, 

s) 

[oo3 5] mmm2 

5- (2, 4-V**y?-T^Vi?>-5-'(V ; T» 
[0 0 3 6] 5- (2, 4-myf7^9^V-5 

— r y 7* v) ^ *f-fr- 2 - ^ h^'/SMi^ ^/v (62 

9mg)©B1$|-*£l& (1:1, 18.0ml) !»®»RSr6BtW 
flPffflBlfl/fc. JWL * (36ml) ^S^ttlfe 
U *flstt, ^Sb, SWflS-g-t&SrieStb-C 599mg(l 
00%) #fc<, 

[003 7] 'H NMR (d«-DMSO),fi: 
3.89 (3H, s) , 7.31 (1H, d, J=8.8Hz) , 7. 
76 (1H, dd, J =2.4, 8.8Hz) , 7.79 (1H, 

s) , 7.89 (1H, d, J =2. 4Hz), 12.58 (1H, 
s) , 12.91 (1H, b r) 



(8) 



#P§¥8-3 3 3 3 5 5 



[00 3 8] mMM3 

5- (2, 4-myf7/y^-5-/f;U) 
/U- 2 - ^ h * v-2c.S#^ 
10 0 3 9] 5- (2, 4-^^y^-7^]) 5 
-Yyr» > fvV— 2 - p< h ^SfcMMb* fVW (9. 
52g) SrDMF (250ml) fcJSHSU Sffl x 3. 5kg/cm* 
^*^APJIT10%^7i>!?i>./^ (lO.Og) -C*^Yk 

mc^f-^> ■T±Y>=m- 1) -CMHU BflWb 
^rW7rXi LT5.88g (61%) #fc„ MS 
(m/z) : 295 (NT) 

[004 0] mm A 

5- (2, 4-^#y^ry r i>i?^-5-w^) 
10041] 5- (2, 4-^*y^r^y^-5 

IV) *^;v-2-*Y* VS.|ff^ <?A> (6. 39 

g ) {\2^\mmm.*.mcr v v * a* 20 

(*^-ffc;^hy 5.47g, 7k 30ml) SrflPJt, 
60'ClCjpfi L 1 B£fH]»# bfco *M*» * (100ml) *M 

(65%) #fc„ : 182.0-184.0 *C 

[004 2] mmms 

3- (2, 4-^*yf7'/y i?^-5-W 9fV) 

p< 30 

[0 0 4 3] 3-3)vP$/U- 2-* f^>Sfc&#Ib { ?' 
A- (1.90g) , f7/yi^y-2, 4-i?*l/ (2.48 
g) , fttTV^^A (1.84g) , mm (3.70ml) s 
s<>-l!> (60ml) ©aSftfc^-r-^^-^BWcSM 



14 

mi) \mmu emmmimmLtc 

^f B tLT2.38g (82%) 
MS (m/z) : 249 (M*) 

[0044] nmvie 



(1 : 1. 60 
, * (150ml) 



N- (4- t -/^7j=/H -5- (2, 4-v^ 

*yf7yy^y-5-'f'jfy) ^^w-2-^b* 

v"<yX7 5 K 

[0045] 5- (2, 4-myf7yy^y-5 

-<f Vf» *<f-A'-2-* l*isflM.mWt (1.00 
g) , 4 - t-^f-ZUT—Vls (540mg)<DDMF (10m 

l) tm.K.r;\'*>3m%, aMWT">7yyy»j? 
(615mgK hy^/WT5> (370mg)SrJPXx * 

45 g (99%) #fc 0 JEK£O%0ftK*/~/i'a»g>mS 

fc e 261.0~265.0 "C 
[0 0 4 6] 

: C^H^N, 0 4 StLT 

H N 

5.40 6.82 

5.45 6.92 

-15 



c 

mam 64.37 

64.55 

[0047] mmm 7 - 



1 6 1 mm\z l-cs 1 «>fls^«b*#fc, 

[0 0 4 8] 
[^1] 




(9) 



^i¥8-3 3 3 3 5 5 



16 



XIM 


Rl,R» 


r' 


R< 


n 


mm 


n m v vi 

(ffttMH) 


fi tit £ 


5*ftfi4f (X) 

jLJiMjpim v/oy 

Hit/git 

C H H 


7 


4-CF, 


6-MeO 


H 


2 




153.M5U 


CjjHjjFj N, S 


55. M i 21 US 
6155 111 Ml 


8 


4-CF 3 


6-MeO 


H 


2 


-mil 


2I?.0~ 211.1 

(x*/-a) 


C 24 H I1 F J N 2 °4 S 


55. II 1 II ( 22 
55,11 U» 114 


9 


4-CFj 


6-MeO 


Et 


1 




122. 0 ~ 184. 0 


• l/4Hj 0 


5UIIII LIT 

5un.li us 


10 


H 


6-MeO 


Me 


1 




14.0 -11.1 


— 


11 


4-CF, 


H 


H 


1 




111. 0~ 1110 
9 J - A) 


C |{ H n F, Nj 0, S 


5UU.K U9 
5UIU1 UI 


12 


4-CPj 


6-MeO 


H 


0 




214. 5 ~ 251. 0 


C| S H J3 Fj Nj Oj S 


Bilk IS 422. 1541 
422. 1546 


13 


2. 4-CI 


6-MeO 


H 


0 




(DMSO-Hj 0) 


C I8 H I1 C1 ! N 2 °4 S 


5UIL1I 1.52 
Sill Ltt UI 


14 


4-t-Bn 


6-MeO 


Me 


0 




Ui. D ~ iSOL 0 




It 1UII 4.51 
6U4UI M2 


15 


4-t-Bu 


H 


H 


0 




HI.0~I1S.I 
(x*/-A) 


C 14 H 1( Wj 0, S 


IMIUI UI 
((.115.11 1.42 



[004 9] mmmie 

N- (4- t -5- (2, 4-i>± 

[0 0 5 0] N- (4- t --ff-jvy -5- 
(2, 4-i?t*yf7/!J — f vf'y) 
/V- 2-* h ^yOXT 5 F (900mg) / — A— 

ftgfeat^/l/ (1:1, 45ml) 4£lK$8U SiS. 3.0kg/ 
cm 2 fc**JllffiT10%'< 7 A/flBfcTSfcSlH'b Lfc 0 

50: l) -CffiHSU BftWk^bftllSAiUT 709mg (78 
Lt*iUfcB«lft^«t«fe. Ilk* 2 

17.5~219.0 "C 

[005 1] ' 



30 



7C*#*r« (X) :C»H,4N, 0 4 StUT 

C H N 
ff-gfil 64.06 5.86 6.79 
l$afil 64.34 5.76 6.78 

[0 0 5 2] aafcfl»J17~22 

[0 0 5 3] 
[t2] 

R \ 4 R jL 5 



ft** 




R 1 


R< 


n 


Hi A TO 


IB * * 


TO* 


17 




6 


-MeO 


Et 


1 




C « H t! r 3 N ! °l S 
• 1/4H, 0 


HLH.lt 5.15 
K 4. It S.14 


18 


H 


6 


-MeO 


He 


1 


7 */U? 7X 


C H H i1 N l °4 8 


II. OS S. U l it 
II. Tl i, 49 m 


19 






H 


H 


1 


Hi 8- 1IU 


C 1I H 15 F I N i °J 8 


II. tU.tt Lit 
II. » LSI in 


20 


4-CFj 


6 


-MeO 


H 


0 


1111*1111 




HTUM UI 
II. SI 1. S3 UI 


21 


4-t-Bu 


6 


-MeO 


Me 


0 


111 5 


C « H !I N J °4 8 


11 Tf L 14 ft II 
ILUUl il! 


22 


4-t-Bu 




H 


H 


0 


uu-ius 




UtIIH 



[0054] mmm23 



N- (4-t-^7i=^) -5- (2, 4-i?* 



(10) 



<ftffl¥-8-3 3 3 3 5 5 



[0 0 5 5] N- (4- t --f^/Vy^^/V) -5- 
(2, 4-^^y^T>"; ^V-5-^/V) -*<?vv- 
2-i- h*i"<yX7 5 K (404mg)<©ibkJ&<(t;^l'> 

d2mi) mmmz.T/v=i>>%.w%.. yutj^-t-* 

m (0. 12ml) & v<J> o < *) iTF L fc 0 Ilt5 R#IW«# L 
>-*?y~/U (10: 1) -etttHLfc. *^S-fiSfP* 

/H-f^ (1:1) -eft^Lfc^, $£4SU BlHHbS- 
®*m&bhX 154mg (39%) 238.0~241. 
0 X: i 



18 



[00 56] 

7n*4MJr« (30 
C 

ffJMt 63.30 
^j«fit 63.13 

[0057] vmmi 



C„H„N, 0 4 StLT 



H 

5.56 
5.60 



N 

7.03 
7.28 



m&WBmWX (C5 7BL o b/o b) -SrfflVV 

(cM^^VN,t5(cii^-ttb, mei«ii7« i8sm9©Yt;^- 

10 *«rl0ng/kg©ffi*T?5BIWftO»4-bfc. KftMBttgk 
U 0«\ 30»3ttW0»«>A«HeSrllJeu. iL*t<£T^ 
[0 0 5 8] 



-#lftpy<o-*S50& ita&E«t»PjMHIg|Mfl) | 



xlOO 



[0 0 59] 3 k^i- 0 ;ut,s>©»* * *> , * 

[0 0 6 0] 
[«3] 



<fc * * 


« ft 


ifiiUffiT^ 




(ng/kg) 


(%) 




1 0 


3 1 




1 0 


2 1 


**mi 9 


1 0 


2 5 



[^JfcMiES] 

MttB] ¥^8¥5^ 16 0 

[tfjE*Nfe#»&] wae* 

[*tE*f#y«@£] 0043 
[«:£#»] £H 

[0 0 4 3] 3-*/W?/V^,ft*^^/V (1. 9 0 
g) , f7/y^-2, 4-^^ (2. 48g) « 
mMT>*~?J± (1. 84g) « BtK (3. 7 0m 
1) , ^O-^ty (6 0ml) nm&m**? J—^** — 50 



(i : i, 6 0mi) KmmVs emmwamx^ito 

* (15 0ml) fcjq*., IMtatKU 
ItfltU SWb^S:^i:LT2. 3 8g (8 2 

%) Wfc. 

MS (m/z) : 2 4 9 (M + ) 
l^mffiJE 2 ] 

ffijEumwmz] mm* 

[«IE5^*S«] 0 0 50 



(11) 



#H¥8-3 3 3 3 5 5 



10 0 5 0] N— (4- t x.—A') - 5 - 
(2, 4-i>t*yf7'/y i?^-5-^ Dt*^) 
>-2-^ h^vXT? K OOOmg) 
— A'-ffcSfct^vl' (1 : 1, 4 5ml) ICi&iSU ^ 
a, 3. 0 k g/cm'iwfcJiiiPJETl 0%^7v^i>. 



/tftilt OOOmg) -gfrgJbUL. R^SrM®, « 

U BW^-g-feSri^St LT7 0 9mg (78%) # 

XA|tLt»lLfcS^fe^#fc 0 Si^2 1 7. 
5~2 1 9. 0<C 



(51) int. ci. 6 ttBtna-t fi=rtss#-i- 

C 0 7 C 69/84 
69/92 

C 0 7 D 417/12 3 17 

«**Tiw»w*iir*ffl466o- 4 



F I t£««*fgFr 
C 0 7 C 69/84 
69/92 

C 0 7 D 417/12 3 17 

«**T**«IOT*ltf*#386- 2 -fv 
9 s— 7 VX704 

(72)&wm &m mm 

ts*mT#«iP5 ; *Hr^?g5932 



